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Abstract: Inherited metabolic disorders are a diverse
group of genetic disorders that result from disrupted
metabolic pathways in the body. Early identification of
these disorders is of foremost importance to provide
appropriate treatment in time to prevent progression of
the disease. Genetic testing panels which include,
targeted gene panels, whole exome sequencing and whole
genome sequencing help in identifying both pathogenic
or likely pathogenic variants, to make a precise molecular
diagnosis. A comprehensive combination of clinical and
preliminary biochemical evaluations and genetic testing
enhances diagnostic accuracy and guides specific
interventions. Further, confirming the genetic condition
facilitates family screening and genetic counselling.
This article highlights the impact of genetic testing on
making a definitive diagnosis and helps in managing
inherited metabolic disorders.
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Points to Remember

 Inherited metabolic disorders are primarily
monogenic conditions, most of which follow an
autosomal recessive inheritance pattern.

 Genetic testing plays a crucial role in confirmation
of diagnosis, and helps in understanding the disease
progression as well as in guiding specific therapies.

 A solid understanding of the genetic mechanisms
is essential for selecting the appropriate tests in
individual conditions since, several tests are
available for diagnosis including Sanger
sequencing, next generation sequencing (gene
panels, WES, WGS) and MLPA.

 Variants identified in genetic testing are classified
into five categories: Pathogenic, likely pathogenic,
benign, likely benign and variant of unknown
significance. Accurate interpretation of these
results requires correlation with the patient’s
clinical phenotype and metabolic findings.

 Genetic counselling is essential before and after
testing. It helps in predicting recurrence risk and
facilitates family screening.
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